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.
Dimerization interface of human e5NT. See Figure 3 for the dimer interactions. Table S2. E5NT domain movements. This table is related to Figure 4 , which visualizes the e5NT domain movements. Figure S1 .
The adenosine binding mode. Stereo-view of adenosine bound to the substrate binding site of an open conformation (crystal form I). This figure is similar to and related to figure 5, in which the crystal contacts, which are considered as not being physiologically relevant, have been omitted for clarity. Scheme S1: Color coding of the MOE ligand interaction scheme shown in Figures 8C and 8D . Table S3 .
Sequence identity of the human e5NT and bacterial 5NT enzymes. This table supports the discussion in the section "Comparison of the human e5NT and bacterial 5NT structures" Table S4 .
Superposition of individual domains of human e5NT and bacterial 5NT. This table  supports Knöfel et al., 1999 . Knöfel et al., 2001a , 2001b . Schultz-Heienbrok et al., 2004 . E. coli putative 5NT 24% 3IVD, 3IVE Ramagopal et al., unpublished. 1 Only bacterial 5NT enzymes with known structure and greater than 20% amino acid sequence identity to human e5NT are listed. Although there is a crystal structure available for C. albicans 5NT (PDB code: 3C9F), this enzyme shares only 16% amino acid sequence identity to human e5NT, and is more distantly related than the bacterial 5NT enzymes described above. 2 Amino acid sequence identity was calculated based on a multiple sequence alignment. The total number of identical residues from each paired alignment was divided by the length of the mature human e5NT sequence (523 amino acids). movements were calculated by superposing first the C-terminal domains (human e5NT crystal form I, residues 337-549; T. thermophilus 5NT PDB code: 2Z1A, residues 332-531; H. influenzae NadN PDB code 3ZTV, residues 379-594; E. coli 5NT PDB code: 1USH, residues 362-550; and E.coli putative 5NT PDB code: 3IVE, residues 329-519) and then the N-terminal domains (human e5NT crystal form I, residues 27-317; T. thermophilus 5NT PDB code: 2Z1A, residues 28-313; H. influenzae NadN PDB code 3ZTV, residues 35-359; E. coli 5NT PDB code: 1USH, residues 32-342; and E.coli putative 5NT PDB code: 3IVE, residues 22-309) of the superposed pair of structures based on secondary structure using SUPERPOSE and MATCON (William Bennett, unpublished) .
